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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Applicant : Reiko Irie et al. 

Serial No. : 10/564,665 

Filed : September 21, 2006 



Art Unit : 1645 
Examiner : Unknovm 
Conf.No. : 1468 



Title : IGM PRODUCTION BY TRANSFORMED CELL AND METHOD OF 
QUANTIFYING THE SAME 

Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 



Applicants are in receipt of a Notice of Defective Response mailed February 13, 2008, 
requesting payment of additional claims fees. It is believed this Notice was sent in error. 
Applicants filed a Preliminary Amendment and the appropriate excess claims fee of $3,500 with 
the application on September 21, 2006. See the copy of the Preliminary Amendment attached 
hereto as Exhibit A. That Preliminary Amendment is not listed on the Notification as part of the 
record, so appears to have been overlooked by the Ofiice when the claim fees were calculated. 

Applicants submit that the Response was complete and timely filed and request that the 
Notice be withdrawn and the filing date of September 21, 2006, be granted. 

Please apply any charges or credits to Deposit Account No. 06-1050, referencing the 
attorney docket number shown above. 



RESPONSE TO NOTICE OF DEFECTIVE RESPONSE 



RespectfixUy submitted. 



Date: 





Ryan S. McQuade, Ph.D. 
Reg. No. 61,358 



PTO Customer No. 26161 
Fish & Richardson P.C. 
Telephone: (617) 542-5070 
Facsimile: (617) 542-8906 
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IN THE Uls*ITED STATES PAtENT KHV tRADEmStK OFFICE 

Applicant : Reika: Irie et al. Art Unit. : Unknown 

Serial No. : .10/564,665 Examiner : Unknowh 

Filed . : Jas\iary ia,.260(> Conf No. : 1468 

Title : IGM PRQDUGTIONBY TRANSFORMED CELL AND MEIICOD OF 
QUANTIFYING THE SAME 

dommissioner for Fatcaits 
P.O. Box 1450 
Alexandria; VA. 223 13-1450 

PRELIMINARY AMENDMENT 
Prior to examiiiatioo, please amend the appjlicatiow as tadicated. oi> ttie following pages. 



Applicant : ReOcolrieetai. Attom^y'.^ Ddcltet Nb>: :l4S75-155L^Si./Cl-A0223?- 

SciialNo. : 10/564,665 US 

.Fifed : Muao^ 13,:2006: 

•Fa^ : 2 of 12 



Ameiidmeti ts io die Speeificaxion : 



Please atncnd the titfe^tb read e^: 
luM PROD U CTION 8Y TRANSFORMED CELLS AND METHODS FQR-QUAiymYING 



SAP feM PR;ODUCt!ON 



.Appticcuit j Re&c Ihcj etalv Aftbraey'ji T)dckdNi».: .14875- 1551 JS:I / CI-A0223P- 

S<:.rtal No: : I.D/5.64,<565. eS> 

Page : a:of 12 



Amendntents- to the Cialms: 
llb.?s listing of fclaims replaces all prior: versions atid listings of ciMtasin the applicaticiti; 

Lislina of Claims: 

L (Carrsntly Amended) A U^isfofme^ c^llpro^^^ igM.of a^'OO mg/L^ 
b) 35 pg;- cell/day: or .more. 

2. (Cancoied) 

3. {(Jurroritiy A,mer.xted) The transfonned cell of claim IrrOpS, which is a onjcaT>'Ottc edl 

4. (Currently Ainended]^ The transtprmed cell of claim l--©!^,, which is a proMrvotiC 

cell. 

5. (Qriginsil) The:trandb.tTned cell of cM^ 3, which is a mammalian cell. 

6. (Currt*ntiy.Ajnended) The transfomKd ccH of olaina :I- ^v>eneH&f-^aimiS"{-4o-$. which 
i5j..aa established celi line. 

7. (Original) The. iransfonnod cell, of claim which is a non-lyniphold ceil Jine, 
8: (Otigiaai) TJie transfonncd qcli of olaitn 7, wMgh is a CHO cell line:. 
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9. (Otigihal) Ah. expressipa vector coiri^ seiguence encoding 
an IgM H cfiafn and (2) a nucleotide soqaence encoding an IgM t chain in the^samc vector, or « 
gejietragmenraVm^^ genes (1) and (2). 

10. (Currentiy Amended) The exor es^sion vector of d 

f2f a-B^€4e€>tye-S4^aeiig^i ^o(1ing an IgM L chain, and (3) a nucJeoiide sequence encoding an 
IgM J chain in the same vector, or a geiie fragment comprising the genes, (j ), (2)j and (3); 

.1 L (Currently Amended) The expression vector or gene fegnicnf of claim. 9't>l^rI4)j 
wherein IgM vsecretion: is controlled by a transcriptional regiilatory sequence, 

12. (briginai) llic expression vector or gene fragitient of cbiin 1 1 , wherein tlie 
traiiscriptionat regtilutory sequence is selected ifrom the group conisistihg dfV 

- major late promoter of adenoyii:us 2; 

- early pron3dter:of simian viru^ 40;. 

- mouse mam virus. (MMTV')-LTR:prc>j[noter:; 

- thymidine kinase; promoter of herpes simplex virus;: 
" cytOTiegalovirus promoter- 

- polypeptide chain eloziption fector i a promoter;. 

- bovine growth hormone promoter; 

- p}acttn gene promoter;.and 

- CAG promoter, 

.13. (Original) Fhe expressioiV vector o 12, wherein the 

Ixanscriptional regulatory scduenceis selected from the group coiisisting.of: 

- early promoter of simian vim 40; 

- C3rtomegalovinTs promoter- 



Applicant : Rciko Iri^i ef al Attorney's Docket No.: 14873^1 551JS1 / C1'A(>223P. 

Filed : January 13, 2G06 
Page : 5 of 12 



- polypeptide chain elongation factor I a pOTnotor; an4 

- CAG promoter- 

14. (Currently Amended) A transfornitHl ceH tnmvsfbiroed^b^^^^ 
fragrrient of ciainy)r(my.©^ 

15; (Canceled) 

16, (Currcmly Ajnended) The ti atisfomied cell of claim ■R-e^44, ^^'hercin the 
expresiJion vectot or gene fragmont.compnses a^^M^ enoodliig a J chain, 

17. (CurrenUy Amended) llietraiisfofmed cell ofsMlsJ d any one oi-^^ 11 to 16 ; 
wherein the vector or g^ne iragjiTient comprises a niicleptide sequeacc encx^ding .an IgM J chain 
and the ceU.prod.aces peniamer l§^i with a ^jOntigiit of 60f/<i or more. 

1 8; (Original) H^^f tti^iisformed cell of claim 17, which picodaces pentaiiier IgM with a . 
content of 8Q% or moi:o. 

19. (CiirreiUly Amended) llie transformed ce)! of claim .14-w4^, wherein the vector or 
gene jTagfnent.comprises no nucleotide, sequence encoding an IgM J chain aini the cell producer 
hexanieir IgM with a content 6f 50% or more, 

20. (Original) Thetransipriified cel) of clai 19, .which pavduces hexamer IgM witii a 
content of 80% or iftore^ 

2L (Giirrently Amended) The ti-ansforyned ceil of clai m 1 4 - aiiv one - of claims •1 4 (o- 16 , 
wherein the vector or gene fragment comprises a nucleotide sequence encoding an.lgM J chain 
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mil tha celLprdduiSes IgM for. which iheJatio of fee protducod pefttam^ and hexanteir 
(pentamer/hexamer ratio) is i .5 or more; 

22. (Cbrently Amended) iTic transfbnn^ cell of clmm 14-w45^, vvhefeix) i3i#. vector or 
gene friaigment cosTipriscs no nuclootido sequence encoding an Ighi J chain* and the cell produ$;cs 
tgN^forwhi6h die ratio produced he^amer andpentsmier. 0iexain.eir/pentamer ratio) is i :3 
or more, 

23. (Currently Amended). Tlie traiisfomied cell ofcUuiri H-ef-^t^, wherein the, 
expression vector: or gene Iragaient . comprising a gene encoding IgM H and L chains comprises 
no nueicotide sequence encoding a J chain the nucleotide $(jquenoe encoding the 3 chain has 
been expressively introduced by oortransfcction 

24. (Currently Amended:) A method fof productng an IgM, comprising a step of 
Qullurixig the cell of claim I n m onoo f olai his 1 t o 8 and .l^i t o 2 3 andtlim .coUectihg the IgM. 

25. {C;uiTCut).y ATnended) A method for prp^^^^^^ 

a step of purifying an. IgM. from, a culture supernatant obtained from* culture of the cell of.cjainil 

26. (Original) An IgM obtained by the method: of claim 24. 

27. (Original) -A subsmtially ^pi^re IgM obtamedhy tho method of claim. 125. 

28. (Currently Amended) The IgiVl of daim 26-b!h27, which is a hujnai% mous^, human 
chimenc> or humaiiixed antibody. 
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29: (Cufrently Amended) * The 1^4 of claiiaj & any bBaofx)janTis'26.to 28 , which is a 
substantially pim peptam^ or hexamer* 

30. (Ori^Ml) Asubstandallypurepentam 
add<saby«CHOceIl.: 

3.1. tCurrenlly Amended) Il^e IgMof jMrnJ^^"^^ 
siiti-sugar chaiii antibbdy ; 

32. (OriginaJ) The IgM of claim 3 J., which is an anti-gaoglibside ailtibody. 

.33. (Original) the Ig!yt ofci.aim 32, v/hich is. an ai)ti-G.H2 or GM3 antibody. 

34, (Cun<?nviy Amended) An isolated polynu 

aljhe nucleotide se^jiienc^^ 1 era nuclwtide Sixpence enooding tlie 

amino acid sequence of SEQ ID NO: .2: 

. b) tlie tiucle6tide si^Uerice of SE^ ID NO: 3 or a nuelcotidc scquence cn^^ 
amino iK^id se ouence? of SEP ID NO: 4; 

c) the: nt3cleotide^iec)tienee of SEO^^ I^ NQ: 19 or a nucleotide sequence ehcodingt tlie 
ami no acid sequence of SEP: ID 'NO: 20: or 

d) the n ucleoUde- sequence of SEP ID NO: 21 or a nucleoHd^ sequence encoding the 
ani ino acid seq uenc e of SEP ID NO: 22> 

35. (Caiiceled) 



36, (Original) An. isolated ptotefn . comprising an amino, acid sequence encoded by the 
polynucleotide of claim 34. 
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37, (Canceled). 

38, (Guneritiy Amended) An c<^mpn$ing ong or inore proteins of claim 36 -#ie 



39. (Original) rhe IgM of clakn 38, fiirt^^ 

40, (Origina!) liie lgM of i-'l^im 39, v/Mch is a petitamer. 
4M7, (CajKelcd) 

48. (Gunreiitiv Amended) A.phammceuticalcompositipii comprisijjg the IgM of 

49, Cpngia^) A phsttmaceutical cpmppsiti 

50; (Original) A pfa&rmaiceiiticqi Gompojfition ctomprisiiig 5Q% or rriore hexattijeir; ijgh'l 

51. (Origirjui) The phamiaceudcal ciomposition of d^itli 50, comprising. 80% or more 
licxan^er IgM 

5.2; (Original) A pharinaceutical w>mp63itibn ix)Tj:)ipTisi^^^ IgM fc>r .^hicj:^ 
pontamer/hcxamer ratio is::3:.5 or mpre. 

53. (0.riginal) A pharmaceutical composition comprising an f.gM for which 
hoxamer/pemamer ratio is IS or more. 
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-54, (Original) A hiislhod for analyxihg an IgM pol^ 
an IgM by .SDS*pdlyacrylamide gel electrophoresis using as a earner polyacrylamide gel 
satisfying at least. one coiiditicm selected fifcnA tlie group co 

a) a pblyacrylajivide-g^^ pol>4neri2ea atahigh tdnpera[tiire;. 

b) a poiy^crylamidevgel containing a bi^ -c^ncentfatlon of ammonium perlsUlfatc 
and glycerol; and 

cj a polya:cryImiido.gel homagenized. fay slim to 
pol>'nieri?:ation, 

55. (Original) Themethod.of claim 54, wberan the temj^^^ cQnaiti6n;a|is 37*'C 

56. (Original) The-method of claim 54i. wherom die concentration of iiain^oniam 
petsulfale in conditipri b) is 0.25% orxnore:, 

57. (Ori^nal) TJie method of claim. 54,, wbeiiein the poI>^CTylami.dc gei;sa:tisfjes i^^^ 
two conditions selected JErom the group consisting of conditions a) to c). 

58. (Original) ^nicmctliodof ciato gpfsatisSes aJlihe 
eondilions.a)toc). 

59. (Original) The me;thod of claixri 54-, wherein a b-uffer for elechophoresi§ is a Tris- 
acetate SDS electrophorevSis buffer. 

60. (Original) The mettiod.of claim 5.4, .wher(?in liic IgM polymer is an IgM pentainer 
and/or hexamer. 



Applicant.: Rdkolriectal Attoxnev's DocSei Na: 1W5-1550S1 

Serial No, : 10/564,6()5 ;US 

Hied : Jstiuaiyi3,.2.006 

P^igc : 10ofl2> 



61. (Origiiml) The iiiethoci of cJaiTTi 54; wherein the method cjomprises analyzing an. IgM 
aggregate. 

62, (priginal) The h5(?thQd;of claim. 5,4, whcrcm ttie.metfe 

63. (Original) The method of daiixi 54, comprising a step of guai^ti tying the IgM 
polyincr separated after electrophoresis. 

64, (Origiiial) An electmphoresis gel for separating an fglvl pol>'nier by SDS- 
pqiyacrylarradc gerdectrophoresis, comprising a pQlyacryiaHiixie gd satisfying 4t 1<pa5>t one 
.ecndition selected, from ihe group consisting of: . 

a) .ajplyac%iamide gel pdlynienzcd at .a high tempc^ratujre; 

b) a.pois^crylannd.e gel containing a higli cotxcentration of ammonium persiiliate 
and Glycerol; and 

c) a polyacr>'lamide gel homogenized by stirring and degassed prior to 
pfol^anerization, 

65, (Original) A. method for producing ajii.electrpphor&sis gel for separating an IgM 
polynijBr \>y SD.S-po]yaci54amide gel electfophoresis^ comprising at least one step settled from, 
the. group :con3i$titxg of : 

a) polymerizing an acrylaniidej at a: high terifiperaU^e;. 

b) addjiig a high ooncenfratipri of atnmonium persulfate to an aciylamide, and 

c) . homogeriizing an acryiaiTJide by stirring aiyd .degasse<i prior to polymerization.. 

66. (New) A method for produqing an IgM, comprising a sStep. of ciiltiiring the ceJl of 
xleim 14 :and;then collecting the IgM, 
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6X (New) A riiethod fdr producing a substantwilly pure IgM, comprismg a step;of 
puriiying an IgM from a culture supematent obtained from culture of rhe cetl df claim 14.. 

68. (Nev^O A pbarmaceuHcal composilion comprising the IgM of claim 30. 



69. (New) A pharrnaceutical cpnipositioii comprising^ 
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FoUovs'ihg entry of the above amendment, claims I, .3.-14, 16r34v 36, . 38-40, and 48^69 
win be pending in tliis applic^ painis 1,3V4,6, JOJI , 14, r6J7,.19, 21'45, 2[8/29,.3.!, 
34. and 38.have been ameiitfed, ciaims 2^ lS*.35v3^7> and 41r47 hSvfe been (^anceied^ Md new 
ejUiina 66-6? have been added. Support for aie amendmenls to the claims can be;found 
thrOiUghom the speciJication and elaitns.as oiigtnallY tiied. new matter has been adcJed^ . 
Applicants etsk that all claims be cxacnlnod in view of the airlcndmeilts to the ciahhs: 

The amendment to tlie $pec3%8tion \?pdatcs t|ic: title. No new matter ha^ been add<^. 

Please apply the excess claiins lee of $3,500, the .Petition tor Extension of time fee of 
$2,1 60, and any other charges or credits to Deposit Account No. ()6-.1050. refererjcing Attorney 
Pock€^t>io. i4S75-155ySL 



Fish & Richardson P.C. 
225 Franklin Slreel 
Boston, MA 02 no 
Telephone: (617) 542^5070 
Facsimile: (.617) 542-.8^06: 



Date: 





Tmis K. Fraser, Ph.D:;3vD. 
ileg/No, 34.819 



